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DETAILED ACTION 



Claims 1-24 are currently pending in this Application. Claims 7-17, 22 and 24 are 
withdrawn from further consideration pursuant to 37 CFR 1 .142 (b) as being drawn to 
non-elected inventions. The withdrawn subject matter is patentably distinct from the 
elected subject matter as it differs in structure and element and would require separate 
search considerations. In addition, a reference, which anticipates one group, would not 
render obvious the other. 

Information Disclosure Statement 

Applicant's Information Disclosure Statements, filed on June 15, 2006 has been 
considered. Please refer to Applicant's copy of the 1449 submitted herewith. 

Response to Restriction 
1. Applicants' election, of Group I, claims 1-6 and 18-21, drawn to products of 



consisting, in response filed on March 31 , 2009 is 
acknowledged. Applicant's traversal was considered but was found to be unpersuasive 
because the product claims were found to be not allowable. 




Formula 



and specific compound 
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2. Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1 .48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a petition under 37 CFR 1 .48(b) and by the fee required under 37 CFR 1 .1 7(i). 

The scope of the elected subject matter has been broadened. The 
examined subject matter is as follows: 

f " 0 



^ 1 liP V 



Compounds of formula I, h ,depicted in claim 1, wherein: 

R, R1-R3 and Y are as defined; X and X' represent CH group. 

As a result of the election and the corresponding scope of the invention identified 
supra, claims 1-6,18-21 and 23 are withdrawn from further consideration pursuant to 37 
CFR 1.142 (b) as being drawn to non-elected inventions.. The withdrawn compounds 
contain varying functional groups such as, pyrimidinyl, oxazepanyl, etc, which are 
chemically recognized to differ in structure and function. This recognized chemical 
diversity of the functional groups can be seen by the various classification of these 
functional groups in the U.S. classification system, i.e. class 544 subclass 106(+) 
(morpholine), class 546 subclass 249(+) (oxathiepanyl), class 540 subclass 215(+) 
(triazoles), 548 subclass 400(+) pyrrolidines etc. Therefore the subject matter which are 
withdrawn from consideration as being non-elected subject differ materially in structure 
and composition and have been restricted properly a reference which anticipated but 
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the elected subject matter would not even render obvious the withdrawn subject matter 
and the fields of search are not co-extensive. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-6,18-21 and 23 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for the compounds of formula (I) and 
pharmaceutically acceptable salts thereof, does not reasonably provide enablement for 
solvates and all derivatives thereof. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention commensurate in scope with these claims. 

Enablement is considered in view of the Wands factors (MPEP 2164.01 (A)). 
These include: nature of the invention, breadth of the claims, guidance of the 
specification, the existence of working examples, state of the art, predictability of the art 
and the amount of experimentation necessary. All of the Wands factors have been 
considered with regard to the instant claims, with the most relevant factors discussed 
below. 

The state of the prior art/level of ordinary skill/level of predictability 

Active pharmaceutical ingredients are frequently delivered to the patient in the 
solid-state as part of an approved dosage form (e.g., tablets, capsules, etc.). Solids 
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provide a convenient, compact, and generally stable format to store an active 
pharmaceutical ingredient or a drug product. Understanding and controlling the solid- 
state chemistry of active pharmaceutical ingredients, both as pure drug substances and 
in formulated products, is therefore an important aspect of the drug development 
process. Active pharmaceutical ingredients can exist in a variety of distinct solid forms, 
including polymorphs, solvates, hydrates, salts, co-crystals, and amorphous solids. 
Each form displays unique physicochemical properties that can profoundly influence the 
bioavailability, manufacturability purification, stability, and other performance 
characteristics of the drug. Hence, it is critical to understand the relationship between 
the particular solid form of a compound and its functional properties. 

For ionizable compounds, preparation of salt forms using pharmaceutical^ 
acceptable acids and bases is a common strategy to improve bioavailability. However, 
the preparation of other solid forms, such as polymorphs, solvates and hydrates, are not 
so common to be predictable. In order to obtain patent protection on these forms, some 
of which may have significantly different properties and relevance as development 
candidates, it is essential to prepare them, identify conditions for making them, and 
evaluate their properties as valuable new pharmaceutical materials. 

Therefore, for the reasons above, the state of the prior art is one of 
unpredictability. 

As stated above, crystalline solids can exist in the form of polymorph, solvates or 
hydrates. "Phase transitions such as polymorph interconversion, desolvation of solvate, 
formation of hydrate, and conversion of crystalline to amorphous form may occur during 
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various pharmaceutical processes, which may alter the dissolution rate and transport 
characteristics of the drug. Hence, it is desirable to choose the most suitable and stable 
form of the drug in the initial stages of drug development" (Vippagunta et al., abstract). 
In further discussing the predictability of the formation of solvates, Vippagunta et al. 
discloses that "predicting the formation of solvates or hydrates of a compound and the 
number of molecules of water or solvent incorporated into the crystal lattice of a 
compound is complex and difficult. Each solid compound responds uniquely to the 
possible formation of solvates or hydrates and hence generalizations cannot be made 
for a series of related compounds" (page 18, section 3.4). 

The amount of direction or guidance present/existence of working examples 

A disclosure should contain representative examples which provide reasonable 
assurance to one skilled in the art that the compounds which fall within the scope of a 
claim will posses the alleged activity. The specification does not adequately enable a 
method of making solvates of the compounds that the claims encompass. 

There is no data present or any working examples in the specification for the 
preparation of solvates of said compounds. 

Breadth of the claims 

The instant breadth of the rejected claims is broader than the disclosure, 
specifically; the instant claims include any solvates of said compounds. 

The quantity of experimentation needed 

While the level of skill in the pharmaceutical arts is high, it would require undue 
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experimentation for one of ordinary skill in the pertinent art to prepare any solvate of 
said compounds. 

The specification provides limited support, as noted above, for the solvates 
encompassed by the claims. The quantity of experimentation needed to make the 
solvates encompassed by the claims would be an undue burden on one skilled in the 
chemical art, since the skilled artisan is given inadequate guidance for the reasons 
stated above. Also, the science of crystallization has evolved such that, without 
guidance or working examples in the specification, the claim lacks enablement. 

This discussion established prima facie non-enablement. Deletion of the word 
"solvates and derivatives" from the claims would overcome this rejection. 

Objections 

Claims 1-6,18-21 and 23 are objected to for containing non-elected subject 

matter. 

Telephone Inquiry 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kamal A Saeed, Ph.D. whose telephone number is 
(571 ) 272-0705. The examiner can normally be reached on M-T 7:00 AM- 5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mr. Joseph K. McKane, can be reached at (571) 272-0699. 
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Communication via Internet e-mail regarding this application, other than those 
under 35 U.S.C. 132 or which otherwise require a signiture, may be used by applicant 
and should be addressed to [joseph.mckane@uspto.gov]. All Internet e-mail 
communications will be made of record in the application file. PTO employees will not 
communicate with applicant via Internet e-mail where sensitive data will be exchanged 
or where there exists a possibility that sensitive data could be identified unless there is 
of record an express waiver of the confidentiality requirements under 35 U.S.C. 122 by 
the applicant. See the Interim Internet Usage Policy published by the Patent and 
Trademark Office Official Gazette on February 25, 1997 at 1 195 OG 89. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or public PAIR only. For more 
information about the pair system, see http;//pair : direct.^ Should you have 

questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197. 

/Kama] A Saeed/ 

Primary Examiner, Art Unit 1626 



